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Applicant's or agent's file reference 
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ithd piTDTiiPD APTioM ^ ee Notification of Transmittal of International 
FOR FUR! HER AC! IOIV Preliminary Examination Report (Form PCT/IPEA/4 1 6) 


International application No. 


International filing date (day/month/year) 


Priority date (day/month/year) 


PCT/EP00/08118 


20 August 2000 (20.08.00) 


24 August 1999 (24.08.99) 


International Patent Classification (IPC) or national classification and IPC 




C07C237/00 






Applicant 


PROBIODRUG AG 





L This international preliminary examination report has been prepared by this International Preliminary Examining 
Authority and is transmitted to the applicant according to Article 36. 



2. This REPORT consists of a total of 



. sheets, including this cover sheet. 



This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of _ 



1 



. sheets. 



3. This report contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 



I 


X 


II 


El 


III 


□ 


IV 




V 




VI 


X 


VII 


X 


VIU 





Date of submission of the demand 

12 March 2001 (12.03.01) 


Date of completion of this report 

16 November 2001 (16.11.2001) 


Name and mailing address of the IPEA/EP 
Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/IPEA/409 (cover sheet) (January 1994) 





Intemati^^^vaDDli cation No 


INTERNATIONAL PRELIMINARY EXAMINATION REPORT 


PCT/EPOO/08118 


I. Basis of the report 


1 . This report has been drawn on the basis of (Replacement sheets which have been furnished to the receiving Office in response to an invitation 
under Article 14 are referred to in this report as "originally filed" and are not annexed to the report since they do not contain amendments.): 


| | the international application as originally filed. 




[*] the description, pages 1-20 . as original 1v filed, 




pages . filed with the demand , 




pages . filed with the letter of . 




pages . filed with the Un^r nf 


5<1 the claims, Nos. 1-14,20-27 . as original lv filed 




Nos. , as amended under Article 1 9, 


Nos. . filed with the demand , 




Nos. 15-19 . filed with the letter nf 


03 October 2001 r03.10.200n 


1 NOS. T filed with the letter nf 


[y] the drawings, sheets/fig 1/1 . as originallv filed. 




sheets/fig . filed with the demand, 




Sheets/fig T filed with the letter nf 




Sheets/fig _ filed with the letter nf 


2. The amendments have resulted in the cancellation of: 




1 1 the description, pages 




1 1 the claims, Nos. 




1 1 the drawings, sheets/fig 




3. n This re P ort has been established as if (some of) the amendments had not been made, since they have been considered 
to go beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)). 


4. Additional observations, if necessary: 
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liauiiaU^J^plication No. 

PCT/EP 00/08118 



Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 



Continuation of: I 



I Amendments (PCT Rule 70) 

The applicant has excluded Examples 2 and 3 of document D2 
from Claim 15 by means of disclaimers. 

These disclaimers are allowed. 
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PCT/EPOO/08118 



II. Priority 



I I This report has been established as if no priority had been claimed due to the failure to furnish within the prescribed time 
" I — ' limit the requested: 

1 1 copy of the earlier application whose priority has been claimed. 

1 I translation of the earlier application whose priority has been claimed. 

2 This report has been established as if no priority had been claimed due to the fact that the priority claim has been found invalid. 

Thus for the purposes of this report, the international filing date indicated above is considered to be the relevant date. 

3. Additional observations, if necessary: 
See annex 
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Intematio^J^iplication "No. 

PCT/EP 00/08118 



r 



Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 



Continuation of: 1 1 



II 



Priority (PCT Article 8) 



The priority claim of the present application is valid, 
having regard to the filing date of the German patent 
application 19940130.6 (24.08.1999). 
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InternarSBH application No. 

PCT/EPOO/08118 


IV. Lack of unity of invention 


1 . In response to the invitation to restrict or pay additional fees the applicant has: 




1 1 

| | restricted the claims. 




I I paid additional fees. 




1 I paid additional fees under protest. 




1 j neither restricted nor paid additional fees. 





rr~7| This Authority found that the requirement of unity of invention is not complied with and chose, according to Rule 68. 1 , 
2. not to invite the applicant to restrict or pay additional fees. 



3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1, 13.2 and 13.3 is 
1 1 complied with. 

I I not complied with for the following reasons: 



4. Consequently, the following parts of the international application were the subject of international preliminary examination 
in establishing this report: 



all parts. 

I I the parts relating to claims Nos. 
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Internatid^^pplication No. 

PCT/EP 00/08118 



Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 



Continuation of: IV 



IV 



Unity of invention (PCT Rule 13) 



A) 



B) 



The 



following groups of claims are identified: 

compounds of general formula A (B) - (C) , and the use 
thereof (Claims 1 - 14) , and 

compositions containing a compound of general 
formula A(B)-(C) and an adjuvant, and the use 
thereof (Claims 15 - 27) . 



These groups are not so linked as to form a single 
general inventive concept (PCT Rule 13.1) "for the 
following reasons: 

Both the above-mentioned groups contain a compound of 




general formula A(B)-(C). However, the definition of B 
in Claim 1 is inconsistent with that of Claim 15. The 
compounds defined in Claim 1 are therefore not identical 
to those of Claim 15. Consequently, these claims lack 
unity of invention (PCT Rule 13) . 

In the following explanations, reference is therefore 
made to Invention I (claims 1-14) and Invention II 
(Claims 
15 - 27) . 
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I nternat^^P application No. 
PCT/EP 00/08118 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1 . Statement 

Novelty (N) Claims 

Claims 

Inventive step (IS) Claims 

Claims 

Industrial applicability (IA) Claims 

Claims 

2. Citations and explanations 

Explanation (PCT Rule 66(2)). 

Subject matter of the present application. 
A compound, of general formula A(B)-(C), a composition 
containing a compound of general formula A(B)-(C), and the 
use thereof in drugs for the topical treatment of diseases 
in which the activity of DPP- IV is important. 

Citations (PCT Rule 64.1) 
Dl: WO-A-95/34538 . 
D2 : WO-A-95/15309 . 

Dl discloses the purification of DPP-IV and inhibitors of 
DPP- IV. The inhibitors of Dl are C- terminal pyrrolidine- 
modified amino acids of general formula A-C The 
difference between the inhibitors known from Dl and the 
inhibitors presented in the present application is that 
the side chain of the amino acid is not modified. 

The DPP-IV inhibitors of D2 are of general formula 
A(B)-(C). The amino acids. Glu, Lys and Thr cited in 
Examples 2 to 4 are modified both on the C terminus with a 
pyrrolidine group and on the side chain. Furthermore, 
compounds 55 and 125 disclosed in D2 are glycine-modif ied 

■■./... 
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liiluiuiWKil application No. 
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(Continuation of V.2) 

compounds of formula Glu (Gly) -pyrrolidine and Lys(Gly)- 
pyrrolidine. Example 2 shows a compound which is covered 
by the definition of the general formula A(B)-(C) . 

Novelty (PCT Article 33(2)). 
Invention I : 

The compounds of Invention I are regarded as novel in 
relation to Dl and D2 . 

Invention II: 

Examples 2 and 3 of D2 are excluded by means of disclaimer 
from the subject matter of Claim 15. The subject matter of 
Invention II is therefore regarded as novel. 

Inventive step (PQT Article 33(3)). 
Inventions I & II: 

There are no hints of any kind in Dl and D2 as to how a 
person skilled in the art should adapt the known compounds 
in order to improve the activity in drugs which are 
intended solely for topical applications. 

The presence of an inventive step in Inventions I & II is 
confirmed. 

Industrial applicability I PCT Article 33(4)). 
The PCT Contracting States do not have uniform criteria for 
assessing the industrial applicability of the subjects of 
Claims 11 - 14 and 25 - 27 in their present form. 
Patentability may depend on the wording of the claims. The 
EPO, for example, does not recognize the industrial 
applicability of claims to the medical use of a compound; 
it does, however, allow claims to the first medical use of 
a known compound or to the use of such a compound in the 
manufacture of a drug for a new medical application. 
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PCT/EP00/08118 



VI. Certain documents cited 



1 . Certain published documents (Rule 70. 1 0) 



Application No. 
Patent No. 



Publication date 
(day/month/year) 



Filing date 
(day/month/year) 



Priority date (valid claim) 
(day/month/year) 



2. Non- written disclosures (Rule 70.9) 

Kind of non- written disclosure 



Date of non-written disclosure 
(day/month/year) 



Date of written disclosure 
referring to non-written disclosure 
(day/month/year) 



See annex 
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(To be used when the space in any of the preceding boxes is no t sufficient) 
Continuation of: VI 

VI Cited documents (PCT Rule 64.3). 

D3: DE-A-198 26 972 23 December 1999. 

D3 discloses DPP-IV inhibitors of formula A(B)-(C) and the 
use thereof in drugs. Claims 5-9 disclose the use of 
inhibitors which are covered by the description of Claim 15 
of the present application (e.g., 

Ne-4-nitrobenzyloxycarbonyl-L-Lys-thiazolidide) . 

D3 is therefore prejudicial to novelty for Claims 15 - 27 
(Invention II) . 



InternatiMal application No. 
PCT/EP 00/08118 
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International application No. 
PCT/EP 00/08118 



VII. Certain defects in the international application 



The following defects in the form or contents of the international application have been noted: 



Observations concerning the description (PCT Article 5/ 
PCT Rule 9) . 

The applicant has forgotten to delete an obviously internal 
note from the description ['Should this not be A?]' 
(page 7 , line 6) . 
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VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the claims are fully 
supported by the description, are made: 

Observations on the claims (PCT Article 6) . 

Claims 2-4,6 and 20 are not supported by the description. 
Only compositions are mentioned on page 5 (lines 10 - 13), 
but not compounds A(B)-C according to Claim 1. 
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